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* Lurbinectedin, a selective inhibitor of oncogenic transcription, received
accelerated approval from the US Food and Drug Administration in Table 2. Baseline Patient Demographics and Clinical Characteristics Figure 1. Kaplan-Meier Analysis of 0S2 by A) Line of Therapy and B) CTFI
June 2020—and is now available in a total of 18 territories around the _ All Patients All Patients A) 0S bv Line of Th b B) 0S by CTFI¢ in Second-Li
world—as a monotherapy for the treatment of adults with metastatic N =265 ilehs 100 4 % y Line ot Therapy 100 { = y 'h second-Line
small cell lung cancer (SCLC) with disease progression on or after 2 MBI el (g S ] ECOGPS, n (%) % Group N Events Median, months (95% Cl) | Group N Events Median, months (95% Cl)
: 1-3 <65 years, n (%) 100 (38) 0 45 (17) _ . r
platinum-based chemotherapy >65 years. n (%) 165 (62) | _ All patients 265 177 7.6(6.6,9.2) All second-line 168 105 7.6 (6.4, 9.4)
. Sox o 1 o) < % ‘+s¢, Secondine 168 105 7.6 (6.4, 9.4) < 807 CTFI<90days 59 44 58(46,7.2)
* Approvals were based on results from a single-arm, open-label, phase Female 136 (51) 2 44 (17) = ] LN Thirdine 77 56 7.6(538, 10.8) = CTFI>90days 84 47  11.9(7.9, 146)
2 basket trial of 105 patients with relapsed SCLC (NCT02454972)4 Male 129 (49) 3 7(3) S 601 —— Al patients S 601 All second-line
_ . Race, n (%)° Missing 36 (14) - | Second-line e === CTFI <90 days
— Lurbinectedin had an overall response rate (ORR) of 35.2%, a American Indian/Alaska Native 2 (1) CTFI, n (%) @ “!u%‘ — ThirdHline @ — CTFI290 days
median duration of response of 5.3 months, a median progression- Asian 7(3) <30 days 52 (20) § 401 ‘j Tg 40-
free survival (PFS) of 3.5 months, a median overall survival (OS) of Black or African American 23(9) 30 to <90 days 35 (13) S S
9.3 months, and an acceptable and manageable safety profile KAVE:I;IG 22 gj; 93;8 ;180 days 6;1 gg; 201 " 20 -
. L : > ays / _ - . . |
— Among enrolled patients, 35% were =65 years old, 43% were Ethnicity, n (%)° Not calculated® 41 (15) + censored | | .
- : Hispanic or Latino 7 (3) 0 - I 0 |+ censored
platinum-refractory (chemotherapy-free interval [CTFI] <90 days), e . CNS metastases, n (%) 66 (25) L
0 raca - - - - Not Hispanic or Latino 240 (1) : : 0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33
and 93% received lurbinectedin in the second-line (2'.) Settmg; per SCLC stage at initial diagnosis, n (%) Liver metastases, n (%) 84 (32) T ( h ) T ( th )
i i i ' Line of therapy for lurbinectedin, n (%)° : 0 ime (months : _ Ime (months
protocol, patients with active central nervous system (CNS) Extensive 191(72) py ’ Number of patients at risk: Number of patients at risk:
metastases were ineligible* Limited 70 (26) 2L 168 (63) All patients 265 201 134 91 60 36 16 9 7 3 2 1 1 0 Allsecond-ine 168 125 8 54 36 22 10 6 4 1 1 0
Missing 4(2) 3L 77 (29) Second-lne 168 125 8 54 36 22 10 6 4 1 1 0 CTFI<90days 59 39 23 12 8 4 1 1 0
. . . S i )
JaZZEMERGE 402 (NCTO4894591) I$ d prO_SpeCtlve, Slngle arm’ 3Patients may report more than 1 race category; 9 patients declined to state their race. PEighteen patients declined to state their ethnicity. °Did not have a reported progression date on first-line therapy. 4Patients who received lurbinectedin as fourth-line or later therapy, Th"..d ine r o1 37 29 19 .1_0 2 _1 _ 1 . 0 . . _ o _ CTH 9_0 days 84 09 _49 _34 25 15 _ ! .3 3 1 1 0
mU|t|Centre, phase 4 Observat|ona| tr|a| deS|gned to assess the orin combingtion with'othgaranticancertherapies, are not reported due to the small numberof patients. . aSome patlents had O§ follow-up >24 months ar]d were.noted as protocgl deviations. PAdditional patients received lurbinectedin as a fourth-line or later therapy or in combination with other anticancer therapies. °CTFI could not be calculated for patients who did not have a reported progression date on first-line therapy.
. . . . . 2L, second-line; 3L, third-line; CNS, central nervous system; CTFI, chemotherapy-free interval; ECOG PS, Eastern Cooperative Oncology Group performance status; SCLC, small cell lung cancer. Cl, confidence interval; CTFI, chemotherapy-free interval; OS, overall survival.
effectiveness and safety of lurbinectedin in a broad population of Table 5. 0S bv Line of Th d Sub
patients with extensive stage (ES)-SCLC in real-world clinical practice As of 4 February 2025, 265 patients received at least 1 cycle of lurbinectedin treatment and were followed up to 24 months apie y Liné o1 1herapy and subgroup
: : : L : : : All Patients CTFI <90 Days CTFI1 290 Days Age <65 Years Age 265 Years No CNS Mets
— An interim analysis from 171 patients was previously presenteds Median (range) number of lurbinectedin cycles administered was 4 (1-33) with a median (range) duration of treatment of 91 (21-756) - N = 2652 n=1370 =100 =165
days in the overall population
- : — Median number of lurbinectedin cycles administered and duration of treatment were similar between patients in the 2L and 3L 77 n= 59 n= 21 = = n= 60 n= 30 n= 103 n= 47 n -50
O bj ecuve settings and within the subgroups of interest 0S, median, 7.6 7.6 7.6 5.8 55 11.9 8.7 7.9 9.6 6.7 6.6 8.6 8.7 7.6 55
. . . . months (95% Cl) (6.6, 9.2 6.4, 9.4 58, 10.8 46,7.2 3.8,6.8 79,146) (54,122) (7.0,11.9) (58,132 58,9.7 49,108) (6.4,11.9) (5.9, 1222 56, 8.7 2.1,10.6
* Here, we report updated effectiveness and safety results in 265 At data cutoff, 250 (94%) patients discontinued treatment, 14 (5%) were ongoing on treatment, and 1 completed treatment (95 Ch  ( ) ) ) ) ) | ) ) ) ) ) ) ) ) | ) | )
. : . c . . . . . . . . . . 3Additional patients received lurbinectedin as a fourth-line or later therapy or in combination with other anticancer therapies. °CTFI could not be calculated for patients who did not have a reported progression date on first-line therapy.
patlents treated with lurbinectedin from the Jazz EMERGE 402 trial Reasons for treatment discontinuation (per the discontinuation electronic data Capture form) were disease progression (169 [68%])’ 2L, second-line; 3L, third-line; CI, confidence interval; CNS Mets, central nervous system metastases; CTFI, chemotherapy-free interval; OS, overall survival.
](cjeath (25 ([10‘%:)}),)adverse eve(nts (Ag;; )13 [5%]), physician decision (10 [4%]), withdrawal of consent (6 [2%]), lost to « Longer median OS was observed with lurbinectedin treatment in patients with CTFI 290 days (vs <90 days), those younger than 65 years (vs =65 years), and those without CNS
Methods ollow-up (3 [1%)]), and other (24 [10%] metastasis (vs with CNS metastases)

 Jazz EMERGE 402 included adult patients with ES-SCLC who were

tcrgﬁ;%daw'th lurbinectedin according to the local [abel in the US and Table 3. Tumour Response and Progression-Free Survival in All Patients and by Subgroup Figure 2. Summary of A) Lurbinectedin Dose Modifications and B) G-CSF Prophylaxis Use Table 6. Summary of Safety Outcomes in All Patients
Tumour Responses Assessed per RECIST v1.1 in Patients With Measurable Disease at Baseline A) 8%, 0.4% B)
» Patients were assessed by a physician and prescribed lurbinectedin CTFI 290 Days m i : 5 0
per routine treatment practice prior to study enrolment; the use of N =192¢ n=123 n =57 n=64° n=97° n=71 =121 n=150 8% N sadi o deeniEraT 18 (7)
granulocyte colony-stimulating factor (G-CSF) prophylaxis was ORR, n (%) 51(27) 36 (29) 13 (23) 14 (22) 28 (29) 19 (27) 32 (26) 44 (29) 7(17) AE leading to dose reduction 13 (5)
documented [95% Cl] [20, 33] [21, 38] [13, 36] [13, 34] [20, 39] [17, 39] [19, 35] [22, 37] [7, 31] Any SAE 98 (37)
BOR, n (%) Treatment-related SAE 28 (11)
- Data were collected at baseline and during patient care from enrolment CR 8(4) 5(4) 1(2) 2(3) 5(5) 2(3) 6 (5) 7 (5) 1(2) Any TRAE 86 (32)
until death, withdrawal of consent, loss to follow-up, or 24 months gg ;‘2 gg; 31 gg 13 8515; g gg; fg ggg g g‘; ;? g;g gg ggg ;5 8;‘; T/F:AES occurring in >5%, any grade " @)
. . naemia
elapsed (whichever occurred firs) PD 72 (38) 46 (37) 20 (35) 21 (33) 37 (38) 28 (39) 44 (36) 52 (35) 20 (48) Neutropenia 20 (8)
_ PFS, median, 3.3 3.3 3.8 3.1 3.1 4.1 2.9 3.8 25 Thrombocytopenia 15 (6)
Table 1. Endpoints for Jazz EMERGE 402 months (95% Cl) (2.6, 4.1) (2.4,4.1) (2.5,4.9) (2.1,4.2) (2.5,4.2) (2.8, 4.5) (2.3, 4.0) 27,49)  (20,35) o Nausea 15 (6)
) ) DoR, median, 4.0 3.7 4.7 3.7 3.5 4.7 3.7 4.4 2.7 Bl No dose modfication Any AESI? 72 (27)
months (95% Cl) (3.0, 4.9) (2.7, 4.8) (2.7,6.3) (2.3, 4.8) (2.6,6.9) (2.6, 6.4) (2.7,6.2) (35,6.3)  (0.7,4.9) Bl >1 dose delay Any serious AES| 19 (7)
_ DCR,¢ n (%) 87 (45) 57 (46) 27 (47) 26 (41) 46 (47) 34 (48) 53 (44) 73 (49) 14 (33) >1 dose reduction No G-CSF prophylaxis Injection-site reaction
* Investigator-assessed overall response rate per RECIST v1.1 [95% Cl] [38, 53] [37, 56] [34, 61] [29, 54] [37, 58] [36, 60] [35, 53] [40, 57] [20, 50] , , Anaemia

B >1 dose reduction and =1 dose delay I8 G-CSF prophylaxis

Neutropenia
H aA\[| patients with measurable disease at baseline, including those who received lurbinectedin as a fourth-line or later therapy or in combination with other anticancer therapies. °CTFI could not be calculated for patients who did not have a reported progression date on first-line ) ) : .
Secondary Endpomts therzp)l/. °Disvc\al:ase cont:JoI Was (Ijeﬁned asa B(IJR Olf Clg, |I3Rg or SD_W ea ! ! i Py ort nation ! P u . patients Who d Ve areporied progress e G-CSF, granulocyte colony-stimulating factor. Neutropenic infection
ine; 3L, third-ine; ; interval; ; ; interval; i ; ' ; : Hepatic enzyme increase

2L, second-line; 3L, third-line; BOR, best overall response; Cl, confidence interval; CNS Mets, central nervous system metastases; CR, complete response; CTFI, chemotherapy-free interval; DCR, disease control rate; DoR, duration of response; ORR, overall response rate;

o Progression-free SUFViVGl PD, progressive disease; PFS, progression-free survival; PR, partial response; RECIST v1.1, Response Evaluation Criteria in Solid Tumours version 1.1; SD, stable disease. Thrombocytopenia
Suration of  Dose modifications due to any reason occurred in 43 (16%) patients Capillary leak syndrome
* Luration of response Table 4. Tumour Response and Progression-Free Survival by Lurbinectedin Line of Therapy in Patient Subgroups - — ‘ar 0 CPK elevations/rhabdomyolysis
p g y py g p - DOSG redUCt|OnS (n - 21) were prlmarlly Caused by AES (1 3 [62 /0]) 3AESI includes grade 3/4 myelosuppression (including neutropenia, anaemia, and thrombocytopenia); acute infection (in

the setting of grade =3 neutropenia); elevated liver enzymes; injection-site reaction; capillary leak syndrome; CPK

= 0 . o . [ .
- Dose delays (n = 23) were caused by treatment delay >3 weeks from treatment due date (4 [2%]), e A sfos A T e e
intercurrent illness (2 [1%]), patient decision (2 [1%]), and other (15 [6%])

. Thi 0 ithi
* Approximately one-third of patients were administered G-CSF prophylaxis y;g%gll ﬁé%?ﬁ;;fa%gzurred within 30 days of the last

« Disease control rate Tumour Responses Assessed per RECIST v1.1 in Patients With Measurable Disease at Baseline

CTFI1 <90 Days CTFI1290 Days Age <65 Years Age 265 Years

* Overall survival 2L 3L 2L 3L 2L 3L 2L 3L 2L 3L 2L 3L
_ . n=42 n=18 n=60 n=29 n=43 n=23 n=80 n=34 n=93 n=46 n=30 n=11

* Incidence and severity of adverse events ORR, n (%) 10 (24) 3(17)  22(37)  5(17) 12 (28) 5(22) 24 (30) 8 (24) 30(32)  12(26) 6 (20) 1(9)
o _ [95% Cl] [12,39]  [4,41] [2550] [6,36] [1544]  [7,44]  [20,41] [11,41] [23,43] [14,41]  [8,39] [0, 41]
 Reasons for treatment discontinuation or dose reduction/delay PFS, median, 3.1 38 38 29 38 47 3.1 35 40 45 07 21
e — months (95% Cl)  (2.0,42) (14,63) (23,43) (24,47) (21,42) (2553) (21,43) (24,49) (24,49) (26,53) (16,35 (06, 4.4) .
i, TospomRe RTINSO e enen DoR, median, 3.6 47 3.2 35 3.4 49 3.7 35 4.2 35 2.7 49 Canlu SIONS
months (95% Cl)  (15,48) (16,63) (23,85) (26,62) (1.548) (32,64) (27,69) (16,62) (27,69 (26,63) (07,42  (NE NE)
» Effectiveness outcomes were assessed in all patients and in DCR,*n (%) 18(43)  7(39)  32(53)  12(41)  20(47)  11(48) 37 (46)  16(47)  46(49)  24(52) 1M (@7)  3(27) - Jazz EMERGE 402 enrolled a broader population of patients with SCLC than the phase 2 basket trial,# including those with poor prognostic factors, such as a CTFI <90
subgroups of interest, including by line of therapy (2L or third-line [95% Cl] 28, 59]  [17,64] [40.60] [24,61] [31.62] [27,69] [3598] [30,69] [39,60] [37.67] [20,56] [0, 6] days, age =65 years, and CNS involvement; the study also included patients receiving lurbinectedin in the 3L setting
[3L])’ CTFI (<90 days Ol 290 da yS), age (<65 years ol 265 yearS), and aZII)_IS s:ggnccirl]i:lrg?Tﬁifﬂ?gﬂiﬁg;aél? c%isgd%;ec_;rglilrlr’gsgl?%?\l(gﬁﬂoerps?gitrrz?ﬁzxgﬁEz;geﬁsrglzqggfaznga(?}(;Ic,iicszﬁgfr?stherapy-free interval; DCR, disease control rate; DoR, duration of response; NE, not evaluable; ORR, overall response rate; PFS, progression-free survival; LurbineCtedin demonStrated C||n|Ca" meanin fUI eﬁeCtiveneSS aCFOSS SUb roupS, inCIUdin aS a 3|_ treatment and in Older patlentS (265 yearS), thOSG W|th platinum-
the presence Of CNS metaStaS|S (yeS or nO) RECIST v1.1, Response Evaluation Criteria in Solid Tumours version 1.1. 0 0 y g 0 0 g . g . .
’ resistant disease (CTFI <90 days), and those with CNS metastases; this contrasts with the poor outcomes observed with topotecan in these subgroups®
» Safety and tolerability were assessed in all patients * Numerically higher ORR was observed in patients treated with lurbinectedin in the 2L (vs 3L), those with CTFI 290 days (vs CTFI <90 Lurbinectedin was generally well tolerated in clinical practice, with no new safety signals and low rates of dose reductions and treatment discontinuations due to AEs

days), and those without CNS metastasis (vs with CNS metastasis)

Outcomes for patients who received lurbinectedin as fourth-line or

— Serious haematological abnormalities were reported at lower rates than in the pivotal trial of lurbinectedin and in a real-world study of topotecan*®
later therapy or in combination with other anticancer therapies are not « Numerically longer median PFS was observed in patients younger than 65 years old and those without CNS metastasis — G-CSF prophylaxis use likely contributed to the low rates of neutropenia reported
reported separately here due to the small number of patients

Copies of this poster obtained through QR code are for personal use only and may not be reproduced without written permission of the authors. [} ’il'-..l E
References: 1. Povo-Retana A, et al. Molecules. 2024;29(2):331. 2. Jazz Pharmaceuticals, Inc. ZEPZELCA® (lurbinectedin) for injection, for intravenous use. Updated April 2025. Accessed 17 June 2025. https://pp.jazzpharma.com/pi/zepzelca.en.USPI.pdf. 3. PharmaMar. PharmaMar's Zepzelca® (lurbinectedin) receives commercialization approval for the treatment of relapsed small cell lung cancer in Argentina. 19 May 2025. Accessed 10 June 2025. https:/fpharmamar.com/en/pharmamars-zepzelca-lurbinectedin-receives-commercialization- Corresponding author: Balazs Halmos n by TR .'I
approval-for-the-treatment-of-relapsed-small-cell-lung-cancer-in-argentina/. 4. Trigo J, et al. Lancet Oncol. 2020;21:645-54 5. Halmos B, et al. Poster P1.13A.10 presented at WCLC 2024; 7-10 September 2024; San Diego, CA, USA. 6. Lambrecht L, et al. Diagnostics. 2024;14:1572. bahalmos@montefiore.org EaLF T
Support and Acknowledgements: This study was supported by Jazz Pharmaceuticals. The authors would like to thank all patients and their families, all investigators, clinical trial researchers, personnel, and staff who contributed to or participated in the trial. Medical writing support, under the direction of the authors, was provided by Adam Schroer, MS, PhD, of Red Nucleus, with funding from Jazz Pharmaceuticals, in accordance with Good Publication Practice (GPP 2022) guidelines. . - L1-
Poster presented at the 2025 World Congress on Lung Cancer; 6-9 September 2025, Barcelona, Spain [ .




	Slide 1: Real-World Effectiveness and Safety of Lurbinectedin for Small Cell Lung Cancer: Updates From  Jazz EMERGE 402 

